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5 &flf#g? 

*5gBJ^> 7°D tf^A^T-U • T^^X (Propionibacterium 
acnes) %m$tbt£lfo£mM%^®f$, ft t-tZ-V-frn^ F-yXOl&l 

10 

BJ$nT^^^ N. Engl. J. Med. 336, 1224-1234, 1997 # 

15 88). mt, mh-®tm\zBm% ? v z>mmi:$> v . mmwmi^m\tm 

i^^iltT^S Clin. Exp. Allergy. 31, 543-554, 2001, 

Curr. Opin. Pulm. Med. 8, 435-440, 2002 #Hi). 

muic^u * y-ummfcfom (p c r) ofijfln::&Bst>s?\ 



i 



WO 2005/002623 



PCT/JP2004/009861 



kb!£$C0 (Mycobacterium tuberculosis) Rtf+rJl/rn -i K — 5>X<DK 
^{C^V^T^fif^^Tab^ (fiAH ##B«i$Um. J. Respir. Crit. 
Care Med. 156, 1000-1003, 1997, Hum. Pathol. 28, 796-800, 1997, 
Thorax. 51, 530-533, 1996 #M)o Propionibacter ium acnes (P. acnes) 
5 te> &$X\$ffim^lZ%ftt%mn<m&T~#MJ&m? 7 j±m&ww~c 
($i?L\t, Manual of Clinical Microbiology, 587-602, 1995 # 

tlT^£ (MZ.\f, Lancet. 361, 1 1 1 1-1 1 1 8, 2003 #fig). £*#JPC 

10 ftttU >A°gp (LNs) fcfettS P. acnes f J UOV^M%, %$k^<T> 

to\Z&KT P. acnes TftH&ji^j § pjfgtt Sr^i® L T 1^5 

(09S.li» Lancet. 354, 120-123, 1999, J. Clin. Microbiaol. 40, 
198-204, 2002, J. Pathol. 1 98, 541-547, 2002 M)o 

ic«iU7^D7r-?(t*ii) x«*mk«bi& (dcs) mxu, 

Am. J. Respir. Cell Mol. Biol. 26, 671-679, 2002 #81) <£> <£ 5 & ia 

mm^mm (apcs) #\ ****©&©tt]Rfe*©&«>K:*n&© 

titm&M%tVX%L*)mftt%%.P>ftT\f*2> (M;U£\ The Lung. Vol. 1. 
20 2395-2409, 1997 #Sl)o COBfCS^^T, Mr fa#M<D ^ < ©Si 

fc«>©S[S3i^**ffi^fc^ffi*«ai*$nTViS(«I>Ltf,Ai. J. Pathol. 
158, 1503-151 5, 2001, J. Immunol. 1 66, 3423-3439, 2001 #fli)o L 
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#5B93#€>«\ ±$ZWkm%ffi®:T *fc«>jftj*W3feb , &IT ( 1 ) - ( 7 ) 

5 (1) #L P. acnes ^ J $ D-tW$i ^fdlf Y^^iOMifi 
\ZX V , ^»i$nT#feIE#TmjIW^^(c^^ D7 T-v^il^^^ 
nT>i5 P. acnes 3 £ <h^t)^o fc 0 

(2) P. acnes 0 16s iJ#7--?^RNA©7°7^T-§|tifcRT 
-PCRfccktK MSTM^IM^ P. acnes ^*ilffi£tU (1) h 

10 -tZ>ffi%tf£-Dfc 0 

(3) lE^JJWJS U >A°lp^-OViT : fo (2) <h|W|*ltC P.acnes ^^{±i$ 
nfeo U >A°Jti^?itT yfe-f fc<fc <0 P. acnes t> 

(4) iE^V^T. £ P. acnes IffCD 4 1^14 T iMcD^tfMlftS 

(5) ±12 (4) (DJfcfB^^JVt iTYOXi: P. acnes ©Jffift 

^X«trii^^#»fe#WCjfltf *;|/v<^A - ACE 1/^;|/^±#U B 
20 AL (n,^3£Wmffi&) V>mt<DCD4/8ttUikmti)li/V&m\Z 

(6) ±mo^)iu^ F~^zmB\%5£mi$j&\z£>^T, mnm\zi$;te 

25 ?.&cnesfim^T$>Z>Z\t%K'?tc®\z, BUS & 2£ © P$£& - M fu* 

fc P. acnes £M£iiiji£-^U ^MW^CDmmo^m^ frfr 0 
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(7) ±fB (6) tmmoB^r, P. acnes t»f 5 ftHSSft /Wf*I ^ 
ffi^J&fc&fc*.5JB£#£#.;fc. P. acnes l:^lTtr[»^i0^)!i^T^ 

y it-r $ u > • # u >^v-r v>cd^-^^t«p b s&^t 

1" & fc> 13 * 03 , ( 1 ) 7°Pb°t-A^TU^A • 7 ? * 7 
10 (Propionibacterium acnes) tt^M t b fc#i£tllt £#$JJ&# 1 1 3 Z. 
t*mWLttZ>V)Vn^ F-yX®MI^, (2)^°Pt:^-;t^^U 
OA ' 72 (Propionibacterium acnes) 

15 6ii^n^ i «x« 2 a^-t<2#L£tijf £ ^^^istif -5 (i) 

2*7 (Propionibacterium acnes) t L M £ ft 

-e$l.^i$#|ti:t§ (1) (2) |2$fe(D^;i/n-r 

20 ^^(cii-r§„ 

* tc * ^ §u ft > ( 4 ) ^DIft^;t^iJ>)A'7n; 
(Propionibacterium acnes) £^#J i bfcfcx^tlSt -f F-yX 

J§#t;:&^T£;i££#m<hT31r;i/ri< F—>X ©&^yj£^ (5) 
7°P A^x U 7 A • 72*7 (Propionibacterium acnes) £4I#J 

25 £Lfcfci£tffC^\ ^^y'J>IMI(I 1 t77DX^>J >^£i£tl 
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£#ifc<hT3 (4) Ba*OlJ-;i/n>f H-S/XOft*^, (6) tf 
t-A'^riJ^A. 7/7^,7, (Propionibacterium acnes) &MWtlsft 

tt^y^D7^>n5.ti:S«p|m (4) Xtt (5) fBic© 

*!8lt tt*V»>XJ|*©JWI6fc*Jt« P. acnes © 

a, b E^-7^X«r©jBfJStc*Jj-5 P.acnes ©^Bftlfe-fe (^fi). ^ 
< Lfc P. acnes ^Ifflflg. x*r-)Vn- ;5//m(a), 2 0m 

m ( b ) o 

c-.e P. acnes R»F4/8 0 (#) (Dnmm& (ch P. acnes 

RtfCD 11c <*) ©~fi^^ (d), P. acnes RQC 
DEC 2 0 5 (W) ©-m»fi (e). F 4/8 0 *w»«i©*3&t P. acnes 

f *#-7*X0Tftati|i.fc:&tfa P. acnes ©^{±} 0 P. acnes & 

HI 2 0«\ ZE#*#fL N s ft© P. acnes {C^fT-S^^Jfe^©^^^^ 

a iEt*lLNs O P. acnes 0 16s U # \7- v ;U R N A 0^ffi o 
P. acnes 4I^6iffltfciRNA^fta >hO-j^lTfffl Lfc. 
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b P. acnes h )\,fom\z tisLmMBr y ±^ o & 

^rt-s MWL&ft'f ; ItVt-, P. acnes ifcij#gttfc ; 7. h7<y/\-, 

ft 3& n=7 0 -r-^tt¥^4t±¥^««*PR3l. *> P< 

0. 0 5;**, P<0. 0 1 , mWL&ftTtefcUiffr-^RZtO VA-$j 

m3mit, p. acnes (ka^pa- t mmom^u^^^^^t^-m 

10 

a, b H&E&6« P. acnes ^^C D 4 fi£ft«HIJI&£MS 1 4 0 g fcffilt 
$nfeT^X0Ji$ (a) R^ffFJi (b) CD|£)^fli£^bT^£ 0 

c, d a&^bfc»*S"r5, *«fPCD4»ft«IJia*aW$nfcT^ 
X®W (c) RWI (d) Sr^-n^n^T. X^-JI/A'-, 1 0 0 At 
15 m 0 

!4Btt, P. acnes StM#40^^St?XTS§. 

^Lfc. X^r-JWt-, 1 0 0 m m B o ; L, U >AW ; V, B 

20 jfcW. 

b, c m\%#M0Mmffif& o fa&m<D%ffi<DCD 4m&Tmm( : %&), 

fa%M$£;(D F 4/8 om& (b) RlfCD llc»tt(c) M (Pi 
X^r-;PA'-, 100/zniod 0$ A tt£ T h 1 / 2 

h#-f >^ijo iFN-r^^it, il-4 (urn^^fi) » 

25 SgSbfcA^fcfc^BCD 4»tt|fflte (flfi). CD4fcteI F N - r % 
ttttUft (Ktfi) CD 4m&Mm<DM(DmVlT'&?fr 0 e~i BA 
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mm (e) rxsb ALfiu y/mw m &&#-5©«ft#±#5 

£±'#U CD4/8& (g) Rtf]fiLii;&;i/~>£ Al/^;i/ (h) - 
5 fc^-^OilACEStt (i) ttiiiPbfco n=5. 

flll^JI (j) 2fc^J»Kfc*ttSCD4»ttT«Bia (£f?) ©Sfiffc 

mm (k) £gtfgbfc. K^tt^«EM#j&*9iafft)nfe^^x^e>A^ 

10 bfco X^-Jl/A-te^ft^tU 1 0 0, 5 0 Mm. RP, ^Jftfjt ; W 

p, ewi. 

fg 5 gltt, l^^ii^^tcMTo P. acnes □ d £^ 
a P. acnes * 3 Bfro'fcT ^X© B A L ttUftttSt. n 

i5 =5. x~^tt¥^n±¥^ffi^2p^n. ^$nmsf-^« 3 Hm 

20 a, b P. acnes <£ <£> & ft" -5- £ 3 ilff ofcY^XOiB ALHJ§ 
(a), CD 4m^Tmm (b). n = 4~6o * ±¥^{it 
Ig^^Hc *> P<0 . 0 5;**, P<0 . 0 1 (#PB S^I^JV-yi: 

25 c H&EJfefiiCfcSiiaitt^WHIf^.. X^r- lOO^m. 

S7HI4, P.acnes ©11$^^^ 3 Hg^ST^XUML, <-y'J 
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y% : 7>kfvU y (ABPC), 1 7 x A ^ : 1 7 7 V U > 7^ h D ^7 A 
(CEZ), 7$ /gEtt#3B : Iiy>^7'f v> (GM) ( 
i/ > & : * X * V v > (FOM), 7^D7'fFI:^7 l JXD?'fy 
> (CAM) C^^TiOBAL ^Mf|&«5») * <D C D 4 ItMJIS 

5 icit^I^^fc^^^^TETS^o MINO short, CLDM short <h t 

m) £Dfci£#JMI£4) IC^^TOB AL^CD 4fttt«Bia«[*P^fc 

$ 8 Htt. tr[£&K&#K:<fcoTlf|>rta>?£fl: P. acnes ^i'>LTt^ 
10 :t^^tPCR7-^$^t?Xt^§. 

15 #588 ©l^ 3 F->X(Dj&litbT(t P. acnes ^iStbfc 
£, *»W©-!J-;Vb'r H-^X©^iMttTtt, P. acnes £|ll&<h 

_h|2 P. acnes §g^<hbfc^4l3lt bTtt, P. acnes KjftLTia 

U > (Amoxicillin, AMPC), 7 * * z/ is V > - 2 7 7 7 >Wt 
25 (Amoxicillin/CUvulanate, AMPC/CVA)> 77# + yyiJ> 
(Aspoxic i 1 1 in. AS PC), ^>^M^y'J> (Benzylpenici 1 1 in, 
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PCG), 7>hfvU> (AmpicilliiK ABPC), A % > t? v U > 
(Bacampic L 1 1 in. B AP C), y^y'J > (Ciclaci 1 1 in, ACPC), 
tf^v-'J > (Piperacillin, P I PC)^0^-y>J >&#i£'M-^, 
F 1/>H# + (Cefditoren PivoxiK CDTR-P I), t7 
5 x 7 F fc° ^ v ;F (Cefetamet pi vox i 1 hydrochor i de, CEMT-P 
I), t7vZJl/ (Cefdini r, CFDN), -fe7^*:>A (Cefixime, C 
FIX), ± 7#^> tftf;^ vMcefcapene pivoxi 1, C F P N - P I ), 
ir 7^ F^F'>A7°a^-fe^;i/ (cefpodoxime proxet i 1, C P D X - P R) 
^<Z)-fc7xA^th;£^lt^, 77D^^Ath'J7A (Faropenem, FR 
10 PM), -f ^T-A • i/v7s$3-y (Imipenem/Ci lastatin, I PM/C 
S), ;*P^A (Meropenem, MEPM), /\° ~ ^ A / ^ 7 ^ 7° P > 
(Panipenem/Betamipron, PAPM/BP) ^(D a ? 7 7 A^iri^'tlH 

-fe7°^ v^-T A (Ceftazidime, C A Z ), t7yn?> (Cefalot in, 
CET),t7r v /'J> (Cefazolin, C E Z ), i? 7 :* 9^7 A (Cefot iam, 
15 CTM), -fe7:<r7^>A (Cefotaxime, CTX), ir 7 ;fr ^ 7 V > 
(Cefoperazone, CPZ), -fe7^7^5>A (Cef t izoxime, CZX), -fe 
7^ 7 + vA (Cefmenoxime, CMX),-fe7t:DA (Cefpirome, C P R), 
-fe7xh°A (Cefepime, CFPM), -fe7^7 ? 7°^> (Cefozopran, CZ 
OP) *<Ot77DX#U>*tt4ftJt^>, 7 U > 7* < v > 
20 (Clindamycin, CLDM), U>3?^fy> (Lincomycin, LCM), X 
U 7n P T -f i/ y ( Erythromycin , EM), ^7'J7xOY-f>/> 
(Clarithromycin, CAM), P^7v-fv-> (Roki tamycin, RKM) 
l©7^D7^ F • U > p ^ 7 it-f 7 u > 

(Minocycline, M I NO), v+r^T 7 U > (Doxycycl ine, DOXY) 
25 ICf F 7 U > & £ri £ #f St ^, ^;n> (quinolone), 7P^A 

7x~p — Jl/ (chloramphenicol, CP), ■J77'7'fy> (rifamycin, 
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RFM) , 7JP*>75H (sulfonamide, S A) 3 h U =E + S J — )V 
(cotr imoxazole) , U / > (oxazol idinone) D^y7 

W^-iiyy (Roxithromycin, RXM), A^HT'f y> (Vancomycin, 
VCM) #<D^Mfe#C£tlff^\ XA°;i/7 D^1tv> (Sparf loxacin, 
5 .SPFX), ->yD7D+D"» (Ciprofloxacin, CPFX), >|7D 
^1t:>> (Levof loxacin, LVFX) h X y P +it v > (Tosuf loxac in, 
TFLX), ^l/P+i^v> (Fleroxacin, FLRX) ^O^/^iaM^J^ 

»J y (&§U /1M V U >)> 7>tf y'J >, 5^7 'J X □ ? -f $/>tJW£ 
10 LV^o 

LTfeffl £ P. acnes ^^^ibfctri^tl 

aw\z®^-r%z t&TZ, mx\mm. mmmmv 

mm\zbfcb(D%&$ti0m^#mn®*3-~rz> zt&-?%z>m, xy°u- 
20 mvm^&iifo&^Rtf % z. t t>T£&o 

25 ;i/#^>-7<^^-fe;up-x^cD^«^^$@B^i-§^<h^-r^, si^^ 
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7°p ei/>y u n-jumommm^m, xfT'jji/h'ji^y-^rs 

10 £ 0 

MXttfcA\iZ&J3-?zm&. %%fcft~n&Z> P. acnes ^iDtbfc 
15 0 0 1 - 5 0 0 mg, U^l<ttl~5 OmgT^D, £ © ft £ 1 B 1 

20 (iWJ 1 ) 

w ^ la « c n e> © $i ^ t ps j£ $ n 5 *> © t? » & v> , 

(II JR) 

[HST^XIrU®^^(3^^§ P. acnes 
25 P. acnes fc#TS.&# S 0fc & tf, tt^JBifc^^T 
P. acnes fcttffifS £ tatrtTffi&ttl" ^oT*^BJ#S«, & 
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(round granules) ifiM&? £ P. acnes |£H4^fe{|> £Hg| t-fco Ztlb 

5 fcCBIla, b). -E*ft»sftfcJ:t), P.acnes »ttiMJ!fil*^ CD 1 1 
c (Hid) XHDEC 2 0 5 (0 1 e) <h V^o fclf^M^-* -T 
«ft<* ia©7^n7 7-y'7-iJ-Tfe5F4/8 0 ( EI 1 c ) £ 
%m?Z> Z\ t^BJ ^frfcte-? (Blood. 95, 138-146, 2000, J. Immunol. 
1 66, 2071-2079, 2001) o $ 6 K , ±g|$mii £ It* b , IE $ & J» <D R T 
10 -PCR^tlTiC«j;D,P.acnes-yyA.(D#ft^Bjf ) ^^^t)(® 1 f), 

[£fil©^0f'J >A°ti51C*3^§ U >A3$£> P. acnes (C^f^^m^ 

*|APCsli, ^^iUC^Tt), ^<Dfci£lC^JiC£HJTJg<J > 
15 A° in;: ii £ (Nature. 392, 245-252, 1998 , J. Immunol. 167, 
6756-6764, 2001), P. acnes tt, &J*Xte P mRlSmofm^ 

IdSftT^ (Manual of Clinical Microbiology. 587-602, 1 995) 0 jE# 
fljp-'J >Am\Z&ttZ> P. acnes #Mi$&^JS£t-X h^Sfe^, *^BJ 
#5»«5fe-r\ RT-PCRJCckD, i©U >A°0i:|WI<i^IEmiliUU >A 
20 ffi\Z% P. acnes ^rVA^tS Z. t £ mm V tc (0 2 a )„ #3§$# £ 
te^OiK eine>LN s fc&l>T, P. acnes left bT#SK^MSJS 

iffiii, RtfBmvv y^mmmtmmiz, p. acnes ^siSbT^^^^ 

^flt^dt^jlffiLfc (|g|2b) 0 
25 [MR^lfUc7)^^Jl«, P. acnes Ji f£ T iSffl US 0 ^ H 

1 2 



WO 2005/002623 



PCT/JP2004/009861 



*%W%*>\Z}k\z. P. acnes mftTmm&UffrMtolz&A'rzt* IE 

Stt, P. acnes ©&3£#-£^ilM Lfr =bftfc££fc (footpad) ©BrJRU> 
P. acnes l&ft C D 4 Ittt & L , IE3t&T£X©jl 

5 »jR.tcaitbfc. 2 x i o«(DTmm&m<D 2mm&. *^^#e>«, i$ 

HLfc (13a, b) 0 -J3ft^mm\Z#>^T3tmfcTMM<Dm : ?&mt 
f0«t5m^*lil$^ofc (03c, d). 

[P. acnes O StM^-^ J: 0 * JWtfJl/n -T K->-X fcB&^T 
10 S^IttfR&Sns] 

±fE*»^x>©/Sffl ; Ex;l'£ IT, S «J£J!|clglfc©E«& 

iMiaD^tT^XiClfi^fe P. acnes $5f£Tffllil&©#*&£, 

XOi©IB)iT, RtffcflF^JMffJilH (peribronchovascular) MJ&K:^ 
15 j££ft& (14 a). fc&»»fc¥W&##fK:J;eK W^Ktt, *&HCJ1 
*MI&* 3fe (tf © C D 4 »tt T WJSA^ ^ S d t j5« W 6 ft o fc 

(Am. J. Respir. Cell Hoi. Biol. 26, 671-679, 2002) (1 4 b, c). 

CD 4»ttT«fflJI&tt, IL-4Tttft<, I F N - r £ 
568lftit!j»6, ^flttThli (04d) T?*5Ct^l|Sft 
20 T^, *»9I#&«B ALiifl&©$c£ifc;L§ HtfcJ; D, I^M©^ 
gCgft&^iWrS B ALJfc*©£BJfiL#Rtf U >AJ* 

©£fi-$c©*l;bnte, &J*®tk\zft?TmixiLitifi (04 e, f ), -ma 

ttStlfc^-?'©* Tte, CD4/88U6©tt;#*'b*#)&>ofc (0 
4 g) 0 
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«£$SEl<fc (N. Engl. J. Med. 336, 1224-1234, 1997, Lancet. 361, 
1 1 1 1-1 1 18, 2003, Diagnosis of Disease of the CHEST Vol. 1, 1 533-1583, 
1999). JUL* tDli/V&te 2 m^lt$tlfe^;i/-7 0 T^ fcigJnLCEl 4h), 

5 ACE«fttt»[mie#*ft#Wfc:iijpb& (gu i )o u-;m-r 

10 [&%BW}%& P. acnes ^iiiPl"^ £ W l^ffi^/^jf ji$n3] 

mftfcB\Z%&?Z> P. acnes e>-r©T*ttfcf, -t© 

#fPJ#£>te, ftft##©fl(rCDtt#T»>Xl*K: P. acnes £M£tu$:-^L 

©HfclUJKSnfcB ALrt<DajL^©^^c«H«^^$tlfe P. acnes ©$c 
*fe#W(cJiiPb (15a), J*#*££©»l|^WIfct*©IMHi2:©iJr 
(05b). 

ffttl) P. acnes ©lilt £ $ 6 \Z Ufa? S fc* *58W#&tt> 
ttSf"tt»KT?*Slt[tt$ /1M £ U > (MI NO) R^^U>^T-f5/ 
> (CLDM) Zm^TM^BlzlfME-rz P. acnes ©ic^ft^fl-^KSfc 
3ioTM&L/fe (J. Eur. Acad. Dermatol. Venereol. 1 5, 51-55, 2001, 
25 Semin. Cutan. Med. Surg. 20, 139-143, 2001). 3 HI @ ©ftgEfl-#j&> 6 
M I NO-RtfC LDM-j5tf?^XI:tt, BALgM 
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»0*«fcfc4>#j!,&nfc (06 a); HftS 2 if )V- 7*0) C D 4 fiftft B 
ALifi»tt*n^ 53. 5%R^42. lX*'>bfc (H6b). 

*&»¥WtfciEfcJ: D, ^fl^o«'>fc«^M:!iofc (06 c). 

5 y'J : 7>tf v U > (ABPC), t7xAl : t7 7 V^J >t h 'J 
(CEZ), 7$ / E8F#$ : .UEtt^ (GMh 

: T-f (FOMh V^D7^HI:^7>JXD7 

-fy> (CAM) fc^TCBAL (^W^JWfJI&ifeitO 4> 0 C D 4 Kite 
«BIJi&&Jt£B8^fc. MI NO short, CLDM short tVXMM 

10 fKg#» (^flPtji^^XClIi-^i (ftiH^^Bt) «fc 
D£r££tlSC&#) l^^Tfei^fc. »*SH7IC*t. B7tt, 3 > 
hP-;KPBS)f¥£l 0 0 £ bfc%S^T^$nTV^ 0 
ffijfiCDM I NO ( 5 3 . 5 C L DM ( 4 2 . 1 %&#) fcin;U 

A B P C (4 6. 1 %&#)> CAM (48. 3 CLDM short 

15 (74. 3 %&m) &&miZ#\ f *T* BAL&mt%&%t<D±mti:M'J>tf 
letlfc, GMTttM^en&A^fc^ nnteGM^7C* P. acnes 

C^4«R«!4k:<fc Diffifi^fiEO P. acnes ^VAttM'>t§] 
|ix£^«£ J; D T^XJlijJftSft© P. acnes WfS^ICO^T, P 
20 BSl3>hD-J^t§P C RTW^fc3i^S0 8 ^^fo-eCD^^, 
M I NORtfCLDMSffl^fei^l: P. acnes WtSCt^i^ 
&. GMSffl^fci^, M I NO*CLDMfcfflV>fc*'&£i**fi! 

IT, P.acnett^nSf^l/J^^ofe^, G M#7c3fe P. acnes 

KM L-T4Mg&T&3 £ t 5*><Z)T?a& D , HI 7 fc^TB AL 

25 ©*§*£l¥j£L.TH5. 

1 5 



WO 2005/002623 



PCT/JP2004/009861 



m^tco M I NORlKC L DM^^M|g0^# $^tfi*i3S:it5^ 

(Hiim) 
(#*) 

mm&mftL i g%:M& vtctrim<D&mt®i8ii*\z&m ir^fc (Am. j. 

Pathol. 158, 1503-1515, 200K J. Immunol. 166, 3423-3439, 200K 
Nature. 392, 245-252, 1998, Immunology. 108, 352-364, 2003) » Vfr 

P. acnes ^if f ©^Jl^/ilSIt^t b, (acne 
20 vulgaris) <£> #i JK <?: ft D (Semin. Cutan. Med. Surg. 20, 139-143, 2001) 
£tznm^^)l>\Z&^TfaWMM}$, (I. Exp. Med. 193, 35-49, 2001, 
J. Exp. Med. 195, 1 257-1 266, 2002) ZmMlzMmt Z> Z\ t £> , P. acnes 
ttillCf ^Jiltl^nT^I). ftff<Dm&\$. P. acnes t 

H-y701i£3tlbTl^ (Lancet. 354, 120-123, 1999, 
25 J. Clin. Microbiol. 40, 198-204, 2002) 0 ± $ O £ o \Z, *^BJ#6 
teft&m&\Z& QsEftfc^V X(DMiftftMti&<D P. acnes ZmfeLtc (M 1 
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a , b)o P. acnes tt, CD 1 1 cXftDEC 2 0 5 T« 

&<F4/80*583lTfeO, Wfcfc^Tftg U ttSCHMR* 

(Blc~e) (Am. J. Respir. Grit. Care Med. 162, S151-S156, 2000, 
5 Immunology. 81, 343-351, 1994) 0 fiSJIrM^ P. acnes ^ttlTl/^ 

fomm^mm capcs) t^smzm^T. #f8E#e>& 

IE^& V^XOJWHffJS U WWd&tfS P. acnes £*H"3fcgESj£0# 
££fl^fc 0 jEHt^JMiU >A°iJ©U >^sm P. acnes 

10 ^T§£fcft|iEb$fc©A P C t «fc «9 P. acnes fcftf 5$&gEJ&&£fll:£L.T^ 

#5S9§#e>«&K:* P. acnes fi&fET U >AJtfr\ A I W fc ifE JSC J£ «Kb 
(antigen-anchoring) ffifc < X % B<D&m £ 31 £jg £ f £ b fc, 
P. acnes if^CD 4l§ttTi|g0*ilY^X^©if fi^, ftfrfttf 
15 J8f©fc^Jffi^fb bfc (0 3 a). tttP.acnes fcrtflsbfc 

iMf^u >/m<DCD 4m&Tmmte. mmnm\ziEn^m\zmxt^ z. 
t\z&-z>TmwmMj$,*mmvmz>z. t^it^§, t£oT#fgis# 

lES^^Xk:, iS$^l$& P. acnes 0^iif^$t"^ 21 P. acnes 

>A°K:SiffI^ (Scientific Foundations, Vol. 1, 2395-2409, 1997) 
4** tt&JMi e>n (04 a), jftSWfe^I^llt (Scientific 
Foundations, Vol. 2, 2395-2409, 1997) (04 b, c) RtfThllM 

h#-r >©56S^B6tifc (04 d)o 2in^©#^ttjffiu-;i/3-r k-v 

25 *©4#gfc£iHHbTV>5 (N. Engl. J. Med. 336, 1224-1234, 1997, Curr. 
Opin. Pulm.Med. 8, 435-440, 2002, Diagnosis of Disease of the CHEST 
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Vol. 1, 1 533-1 583, 1 999) 0 tj^Y 0 X Tte B A L 1*1 C D / C 

D 8 HI It 0 *i jJD (1214 g) \Ztt\X.T, ACEfeVk<Dmm (04 i) R 

tftDVz/V a i^^;pco±# (gi4 h) ^isfeen^o zmsofiifjite, 

it;i/n-f H-v^S#(DjfiLtf *;|/y^A k^Jl/RC/BAL CD4/C 
5 D 8Jt©jE0ffiM*^Ufc5fefTW^i:-S[LT^5 (Am. J. Med. 110, 
687-693, 2001) o # 28 §H # 5 fci , 1J-;P3 -f H- fc* V^T* 

t>|Sl1t©fltU^^^S: jlffl bfe (04 j, k) (N. Engl. J. Med. 336, 
1224-1 234, 1997, Lancet. 361, 1 1 1 1-1 118, 2003, Diagnosis of Disease 
10 of the CHEST Vol. 1, 1 533-1 583, 1999).- &±«k 0, P. acnes 

P. acnes «f^TMIfeOi(S»l!tW^|i|frt^©*A>aW^M©^Jifc*R5fi 
15'50? (H3a), P. acnes ^ttl/Tt^iAP CiiU >^g&|*j 

15 mir&fztblz, m#Bfo\Z.ft&tZ> P. acnes ©^*©^^^JffiW^Jl^ 
l«l:«tS4^S^5*$»^fc. ^'SffifK «fc D 

P. acnes £ ft 4> $ # 5 £ , flffJ 0 03 # 11 ^ ^ 4> L, fc © \Z ft b T , 
P. acnes © iffi 1*1 # , M © *if ^ £ IHfc £ ii: (06 a, b). iltlS 
©ffi&ft* ^StT^§ P. acnes ifi, WW- P. acnes \z £ 0 iJI^Jg 

^zfemtLTvmm&wniz&zmmmmommM^m&viQm&b 

0*«IWfc3!&*fc:oV>Ttt, 0 (Lancet. 361, 
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nil-ins, 2003), %mwi<Dn%m(DmztfLUi,ifmm&}mm£ts:? 

Tt/^ (Chest. Ill, 623-631, 1997) 0 * 3l S£ & ^ T , BV)l3 

fro #mW%t>f)m*Ltz£?\Z, feb P.acnes £Mi$#j|rM;:t)#ftT 

mWomfcttJ^M* h-D Am\Z&^TU (N. Engl. J. Med. 336, 
1224-1234, 1997, Lancet. 361, 1111-1118, 2003, J. Immunol. 167, 
6756-6764, 2001), ST* <D J; 5 &Jffi^ <Dmm \Z & V> T P. acnes 

f t?l o 

(»J3) 

15 (*m<hyj&) 

5~7li©i®C 5 7BL/6 JY^X^, B # # 1/ 7 £t ( B # , 

20 pf) ^^Tic^v^cc ±x(Dm^mmt, w.M±^(Dm^\z^^xn 

UTOtri-^^X^y Z (mAbs) £&fflbfc 0 

CD4(^D->;RM4-,5), tf^Xt IFN-r(XMG1.2), 
25 \i-*3->fc IL-4 (BVD6-24G2) -£X±±T BD PharMingen 
#JH (*'J7^f-7, -, tf^WbF 4/8 0 (C 
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I:A3-l),CDllc(N418) -m_b^1* ftfc Serotec K 
3r U 7s , ty^X7t-F) - , DEC-205 (NLDC-145 ; 
BMA BioDied ical M Augst, Switzerland), S^il^OU^f-f 3 
^flfM© P. acnes H|tt5?^mA b (J. Exp. Med. 193, 35-49, 
5 2001)o 

2##L#:£bT, 7;P*U 7tX77^-t'Iift^77 h I gG#i 
4fc ( Jackson ImmunoResearch Laboratories ft §3 , West Grove, 
Pennsylvania), 7 )Vts U 7 * 7 7 7 ^ -if «3Mbi*A A7n ? - I g G#C 
# (Cederlane tl, Ontario, Canada) X«7t:v> (-^U^ftm, 
10 H> B*h Rtf^^v'^-'tfllilfctt^y h I gta#:(BioSource 
ftgL Camarillo, California), XU^JV^ ^ iy ^-^mmitiri^ ^ X 
I g#E# (DAKOai, Carpinteria, California) £j£JBbfc 0 

-iRt>-l©^ife^FliWM7j^ U 7 *X 7 
ft^^+^y-if&K £ Ofrofc (J. Exp. Med. 183, 1865-1878, 
15 1996) 0 nSft&ltefifc^Ttt, 7iz h>@^fb6 m mff 

fr*SiC'D4S#l:i^T, Alexa Fluor 488 in! 7 y h I g ta# 
(Molecular Probes ftM, Eugene, Oregon) £JB HT'f >3ra. h L 
fc„ I F N- r Xtetfrt^Wb I L - 4 £JE^T-f 

>+o.^- h U $ A 1 e x a 5 9 4 -^7t'y> (Molecular 

20 Probes *t®l) £JBV>T<Y h U m3teSH»a««K: <fc t) b 

(Clin. Immunol. 97, 33-42, 2000) 0 
[RT-PCR] 

1 H g©£RNA+r>7>£Jlrp\ I^tS P FT>7X©», & 
J*Rr«Bt©ffiJSU >A$m^£>, by^Vfr (Invitrogen *h«* 
25 Groningen, the Nether lands) fcffl^T, S8jg#Oj|^ii D Id^lHUfc. 
|-(DtRNA1f>7>&cDNA'\^?l, JiULfc (J. Exp. Med. 
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193, 35-49, 2001, J. Clin.' Invest. 102, 1933-1941, 1 998) 0 P. acnes 
<D 1 6 s U 5^7-ARN A (DP C Rf*^, 2. 5 % O 7 # P - X y )V 

mRNAjg%10¥S£*lfclMXT&ofc. P. acnes ©t'J^^^I/t 
5 J-Fy^-fV-^Ji (J. Clin. Microbiol. 40, 198-204, 2002) BM 
IzmCTmWrLfr : forward, 5' -GCGTGAGTGACGGTAATGGGTA-3' (@a^"J#^ 
1) ; reverse, 5' -TTCCGACGCGATCAACCA-3' (@3^J#^2) 0 
P. acnes <£> 3 ^ ^- v a >te, Ay 7 7 — a > h D-j|/Tf 17^ 
bfeo l*lII?PtbT©GAPDH©7°7^T-lj;, £i§fi (J. Exp. Med. 
10 193, 35-49, 2001) BWiO) h (D £JS V> tc „ PCR^fftt: 95tT5^ 
mijaUVfrfe, 9 5t7?3 0$>, 5 8°CT60#, 7 2tt6 0#Oit 

-r^;i/^4 0 im >7)vmml, mmzi 2tti o#mn?uL£:o 

-f > t: h D Ttf)Mi#?ii7 yir-f £, £i£K (J. Exp. Med. 193, 35-49, 
15 2001) fB^CD^&Kl^DTfTofco "t^ =b % , >7 X ©la^Jil IS , 

mm, iff*, **©u >/wmm (105 wia/i 90^1/^ 

x;i/) £, tail (P. acnes R^OVA ; 1 0 /i g/ig« 10/il) & 

Premix WST - 1 «H&JH*a^5/Xf- A (^*7/H 
20 **. 0*) ftJBUT, DfcHJtbfc. 
[P. acnes ^{1^ Jl/A°- Tii fit] 

P. acnes !if£C D 4 |5§<|4T$fflJi££, iES T <7 X Rtf 3 0&£Ett# $ ft 
fcT£X©ft&»<kt)*l*b&. l5EilIlfc4 0 0 /i 

g O P. acnes (ATCC 1 1 8 2 8, American Type Cul ture Co 1 1 ec t ion 
25 IS, Manassas, Virginia) t7D-f > h%i7va/t> h (Di f co %h$S. 
Detroit, Michigan) £, 2 3IIBIIHTJ£*t&Ta»bT^lfibfc. CD 
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MACS^xA (Miltenyi Biotech &®L Bergisch 
Gladbach, Germany) £JS V>Tltji#<&JBzKS Q IZ&M Lit, C D 4 m& 

mmmm(ommt9 4%r±t, ^m^mmmmmmmz^-Dxmm 
2nt£mvT*&~Dt£o ^mzntzCD im&mm (2x106 mm/? 
5 BS2oojLii)$r, jEft^v zommmizmML, -mmmzmzm 

[^«^JtfiJ!a«c» (BAD M©7D-ij--f h U-#W] 

B AL«£ 2 %tf)F C S (Sigma tfcgk St. Louis, Missouri) Rtf 
2mMOEDTA^tfSiiPBS 0. 8 m 1 $ 5 iftSttSu 

10 iCiOlillfco BAL6jiU*«»:ttjltL»tHR«fc«t DtHTbfc. B 
AL$ffl)l&£, EPICS Elite instrument (Beckman Cou 1 ter &8SL Miami, 
Frolida) T##r1"£i!(u 7 y hfcxT^XCD 1 6/CD3 2 (^ D-> ; 
2. 4G2) mAb^l^T, F c R £ |g£ £ 7* P y £ f £ #> 

lC7°W >*cl^- h U IriTft-fc BD PharMingen tI©F I 

15 TClS'pjKCD 4 (HI 2 9. 1 9 ) mA bRtfP Effi&inCD 8 a ( 5 
3-6. 7) mAb$ffl^T4t;i?2 5^P B H >^n^- hlfc. 

ifo.fi #;i/>"7 A l/^;i/^r, Fuj i DRI-CHEM 5500V (Fu j i Med i cal Sys tern 
Im, 0*) fciOSJjfcU T>v^t-> v>^m^^ (ACE) 
20 ACE color (Fuji Medical System ItfSL jiCM, 0*) fc:J;D$|jg 

Jfi&S / 1M 7 U > (M I NO) (Wyeth Ledele jfcJsC, 0*) 

ij >^t-T v> (CLDM) (Pharmacia fr§L 0*) 
25 ffl Ife. 31— 0 a \Z 1 3 3 u g (DM I NO, Rtf 1 . 6 m g <D C L D M 

^mt^is-^ (i.t.) t§„ ffijBs©&ft£*R&$&gtt#ifr 
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Xtc, nmz, y y \>*/\) y (abpc), ± y r % /U >jr h u t? A (c 

EZ)), (GMh fcXt^-i is> (FOM), £5 

5 uxp^-fv> (cam) s&jbu eine^L^^jsi©— ©is-^ftfei^ 

T&fc)^ SB©#tt##r (ANOVA) Rtf Fisher's 
protected least significant differenece ^ffl^T, H ^ £ W flB V tz. , 
10 0. 0 5 *«S0PH(P. value<0.05)tt3M5WWfc^rjtT*St*l»fLfc. 
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w m (D m m 

1. 7°Dtf^-n^T-U *7£ • 7^^^, (Propionibacterium acnes) § 
5 X©?^^^o 

2. 7°D t't^A^T'J >7A • 72*7 (Propionibacterium acnes) £ 

10 1 BfcOtUHi'f H-yXOMI. 

3. 7°P tf^-/\*^ x U <7 A • 7£ (Propionibacterium acnes) £ 

15 4. 7°D tfrt-A'^U «7 A • 7 2*7, (Propionibacterium acnes) £ 

5. 7°P tf^-;\*^ t- U >7 A • 72*7 (Propionibacterium acnes) £ 

20 ^D^O'^M, U >PT^ 5/>3Rtt!fe*fr, rh7 

1M 7 ij fcfctf ft* l«Xtt2ffi£JU©£i£&KT&S 

6 . 7°D fcfrt — A^T" U >7 A • 7 2*7 (Propionibacterium acnes) $ 

Utotvtttt&mnifi, hlwl$sim9v>, ^j>^-fy>, t> 

25 tfvU >X«7 7'JXD7^f -»T*5it^tttt5i^4Xtt 
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SEQUENCE LISTING 
<110> Japan Science and Technology Agency 

<120> The curative medicine and the medical treatment method of sarcoidosis 

<130> B20-01PCT 

<150> JP2003-270809 
<151> 2003-07-03 

<160> 2 

<170> Patentln version 3. 1 

<210> 1 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> forward primer 
<400> 1 

gcgtgagtga cggtaatggg ta 22 
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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
FADED TEXT OR DRAWING 

j^SBLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



